Lichrosphere column (5 m, 10.5  250 mm; Merck).
The typical procedure for flash column chromatography was as follows. The size of the column and fractions were chosen according to the quantity of extract: more than 4 g of extract: diameter 6 cm, fraction size 30 mL; between 1 g and 4 g of extract: diameter 4 cm, fraction size 20 mL; between 0.5 g and 1 g of extract: diameter 3 cm, fraction size 10 mL; between 200 mg and 500 mg of extract: diameter 2 cm, fraction size 7 mL; between 40 mg and 200 mg of extract: diameter 1 cm, fraction size 24 mL; <40 mg of extract: SPE MachereyNagel, 1 g SiO 2 , fraction size 1 mL.
The quantity of silica corresponded to a 15-cm column height.
For the cyclohexaneethyl acetate or cyclohexanedichloromethane solvent systems, the polarity was increased by steps of 10% of the more polar solvent, unless otherwise stated. The volume of each eluent was twice the volume of the silica. Fractions were pooled together according to their TLC profile.
Extraction and isolation
The air-dried and powdered bark of H. angustifolium (200 g) was subjected to successive extraction with cyclohexane (2 L), ethyl acetate (2 L), and methanol (2 L). The isolation process was guided throughout by the results of the anti-leishmanial activity against cultured axenic amastigotes of L. amazonensis. The anti-leishmanial activity was found mainly in the ethyl acetate extract (IC 50 17 g mL 1 ). This extract (8.0 g) was fractionated by flash chromatography on silica gel using cyclohexane containing increasing amounts of ethyl acetate (1070%). The anti-leishmanial activity was concentrated in fractions F2 (IC 50 < 10 g mL 1 ) and F3 (IC 50 < 10 g mL 1 ) eluted with 2030% ethyl acetate. 
Isolation of 1 and 3

Isolation of 4
Fraction F2 (0.9 g) was fractionated by flash chromatography on silica gel using cyclohexane containing increasing amounts of ethyl acetate (3%, 4%, 8%, 10%, 15%, 25%, and 100%) to afford 7 fractions (F2.1F2.7). The anti-leishmanial activity was concentrated in fraction F2. during 40 min).
Isolation of 2
The same purification protocol was used to give 1. 
Isolation of 5
Fraction F2.5 (278 mg) was further purified by flash chromatography on silica gel eluted with a mixture of cyclohexanedichloromethane (20%, 22%, 25%, 30%, 50%, and 100% 
Anti-leishmanial assay
For the bioassay, the fractions were resuspended in DMSO at a concentration of 10 mg mL 1 .
The anti-leishmanial activity was evaluated against axenic amastigotes of L. amazonensis 
